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DETAILED ACTION 

1 . Amendment filed on July 29, 2005 has been entered. Claims 3-4, 6-1 7, 22-35, 
61 , 63-67 are pending. 

In Paper No. 22B, filed on April 10, 2003, Applicant made an election of for the 
claims categorized in Group XII invention and the species wherein R1 is acyl of 18 
carbons, R2 is H, R3 is alkylene, R4 is acyl of 18 carbons, P is PEG-3400 and T is a 
peptide having sequence CRGDC and further the two cysteines are linked together via 
a disulfide linkage. Claims 3-4, 6-1 1 , 14-35 and 61 , 63-65 are directed to the elected 
species and thus are under consideration. 

2. A search directed to the elected species was conducted. Claims 3-4, 6-1 1 , 14-35 
and 61 , 63-65 are found to be free of art to the extent that they read on the elected 
species. Claims 66-67 are allowed 

3. The search is extended to include a subgenus of claim 17 wherein R1 and R4 
are acyl groups of 19-23 carbons, R2 is a lower alkyl, R3 is an alkylene, P is a PEG 
hydrophilic polymer and T is a targeting ligand directed to GPIIbllla receptor such as 
RGD. 

Any rejection that is not addressed in this Office Action is considered obviated in 
view of the amendments. 

Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 
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4. Claims 3, 4, 6-1 1 , 14-17, 22-35, 61 , and 63-65 stand rejected under 35 U.S.C. 

103(a) as being unpatentable over Unger et al WO 96/40285 ("WO '285"). 

WO '285 teaches all elements of the compounds encompassed by the instant 

claims; namely the subgenus described above in paragraph 4. WO'285 teaches 

targeted vesicles comprising a gas, lipid structures containing phosphotidylcholine, and 

a compound having the formula: 

R1-X1 
I 

R1 -X1 -R2-(j-M-X2-Z-X3-Q 
R3 

The compositions of WO '285 meet the limitations of the instant claims, (see 
pages 61-63; page124, lines 1-21; page 135, line18-27; page 144, lines 14-30; page 
156, line 1-14; claim 136-149, page 179-182; claim 164, page 183). 

Examiner draws Applicant's attention to WO' 285 claim 135 at page 179 lines 13- 
15. The compound of page 179, meets the instant diamide structure. The carbon atom 
of this structure is linked to R 2 -X 1 -R 1 at one end, X 1 -R 1 at the other, and R 3 at the 3 rd 
position. The R 2 in WO '285 is defined as an alkyelene moiety of 1-30 carbons 
encompassing the instantly claimed ethylene. X 1 can further be -NR 4 wherein R 4 is a 
hydrogen or alkyl. Such moiety meets the limitation of instant N-R 5 . Finally, R 1 of the 
WO '285 is an alkyl of 1-50 carbons, which reads on the instant R 4 and R 2 as acyl 
groups having 16-23 carbons. All other limitations are described in the below table as 
the corresponding groups, (see claim 136-149, page 179-182; claim 164, page 183). 
Accordingly, when X 1 is NR 4 and R 4 is alkyl of 1-10 carbons, WO '285 teaches the 
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subgenus of compounds that encompass compounds described as formula (IV) in the 
instant claim 17. 

WO '285 also teaches that peptides such as RGD can be used as targeting 
agents, (see pages 50-54). In fact, the targeting agents taught by WO '285 can form 
cyclic disulfide bonds which meets the limitations of the instant claim 15. (see page 57, 
lines 23-30; page 58, line 1-page 60, line 20). WO' 285 also teaches targeted vesicles 
comprising liposomes comprising a phospholipid, a perfluorocarbon gas such as 
perfluorobutane, and a bioactive agent that can be incorporated into the targeted 
vesicles. The phospholipids employed by WO '284 include phosphatidylcholines such 
as dipalmitoylphosphatidylcholine (See page 29-30; page 90, lines 15-page 91, lines 11; 
page 108, lines 17-page 109, lines 32 examples 18-21, 37; claims 1-30; 170-185. Also 
see the table below). 



The corresponding groups in the compositions of WO '285 are as follows: 



Elemental groups of 
the Formula IV and the 
Instant Compositions 


Rejected Species 


Functional Group of the 
Compounds of WO '285 
and the Compositional 
elements 


Corresponding 
Subgenus 


Citation 


X1,X2 


C=X3, C=X3- 
N(R8), -OX3- 
N(R8)-C(=X3)- t 
wherein X3 is O or 
S 


X2, X3 


R5-X4-C(=X5)-, R5- 
C(=X5)-X4, -X4- 
C(=X5)-R5, R5-X4- 
C(=X5)-R5-C(=X5)- 
X4, 

wherein X1 is NR4, 
R3 is a H, R4 is an 
alkyl 1-10 carbons, 
R5 is a direct bond, 
X4 is O, NR4 or S, 
and X5 is O or S 


Page 179, lines 
15-22, 25-27. 
Page 180, lines 
1-5 


R1-N-R2or R5-N-R4 


R1=R4= acyl of 
19-23, 

R2=R5=H or lower 
alkyl 


X1 


NR4, wherein R4 is 
H or lower alkyl 


Page 179, lines 
15. Page 180, 
lines 2-3 


R3 


Alkelene 


R2 


Alkelene of 1 to 30 
carbons 


Page 180, line 1 


R1, R4 


Acyl of 19-23 
carbons 


R1 


Alkyl of 1-50 
carbons 


Page 179, line 
27 


P 


Hydrophilic 


Z 


Hyrdrophilic 


Page 179, line 
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polymer is a 
polyalkyleneoxide 




polymer, such as 
PEG, preferably 
having MW of about 
2000-5000 


25. page 44, 
lines 1-6 


T 


Peptide directed to 
GPIIbllla receptors 


Q 


Peptides directed to 
GPIIbllla receptors 
such as RGD 


Pages 50, 55-61, 
and page 179, 
line 26. page 
183, line 13-15. 


Vesicles 


Gas filled 
Liposomes 


Gas filled Liposomes 


Gaseous Liposomes 

comprising 

phosphatidylcholine 


Pages 83, lines 
24-29, page 84, 
line 23-page 86, 
line 25; page 
140, line 20- 
page 141, line 
20; Examples 
page 167, lines 
9-21; page 174, 
line 5-page 175, 
line 20. 



WO'285 only lacks the explicit use of RGD via a PEG moiety with targeted 
vesicles comprising phosphatidylcholine and the claimed compound. 

However, it would have been obvious to one of ordinary skill in the art at the time 
of invention to employ targeted vesicles of WO '285 with a PEG as a hydrophilic 
polymer and link the targeting agent and a diamide structure within the scope of the 
instant claims, because as suggested by WO'285 patent itself, PEG moieties with 
average MW of 2000-5000 are suitable candidates for such purpose and they can be 
used for attaching to RGD. 

The ordinary skill in the art would have had a reasonable expectation of success 
in preparing formulations with parameters instantly claimed, because WO'285 explicitly 
describes all such parameters. Therefore, the ordinary skill in the art would have had a 
reasonable expectation of success to employ them for their own intended use. 
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Response to Arguments 

5. Applicant's arguments filed July 28, 2005 have been fully considered but they are 
not persuasive. 

Applicant argues that WO 96/40285 ("WO '285") is not a competent prior art. 
Applicant adds that the instant claims cannot be rejected under an obviousness grounds 
over a 35 (JSC § 102 (e) reference, if at the time of the invention claimed in the pending 
application, the subject matter and the claimed invention in the pending application and 
the reference were commonly owned, (see Response at pages 11-12). Apparently 
Applicant attempts to invoke the protection afforded to the common inventors of a 
claimed invention and a potential reference under 35 USC 103 (c). 

However, Examiner states that Applicant has misapplied the rule and further can 
not invoke a common ownership exemption to the rejection of record, because the 
reference applied is under 35 USC 102 (b), not 102(e). Note that the publication date of 
the prior art of record. The WO '285 was published in 1996. The effective filing date of 
the instant case is October 30, 2000. Therefore, WO '285 qualifies as 102 (b) art. 

Applicant appears to argue that 103 (c) protection may be invoked if the prior art 
of record qualifies under 35 USC § 102 (e). However, contrary to applicant's 
interpretation, such protection is only applicable when the subject matter commonly 
owned qualifies only under the subsection (e) of 35 USC section 102. see 35 USC § 
103(c). Here, the WO '825 qualifies under 35 USC § 102 (b). Thus, Applicant's 
arguments are not persuasive, and the rejection is proper. 
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Allowable Subject Matter 



6. 



Claims 66 and 67 are allowed. 



Conclusion 



7. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shahnam Sharareh whose telephone number is 571- 
272-0630. The examiner can normally be reached on 8:30 am - 6:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan, PhD can be reached on 571-272-0629. The 
fax phone number for the organization where this application or proceeding is assigned 
is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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